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Deep Sequencing
Total RNA libraries of HEK293, HepG2 and A549 human cell lines were subjected to deep small RNA sequencing according to standard protocols. Illumina sequencing libraries were prepared using the The loop sequence started at the first position after the end of the 5p arm and ended on the last position before the start of the 3p arm. The short reads resulting from sequencing were subjected to adapter trimming and aligned to the human genome (build GRCh37/hg19) using the program Bowtie (52). We allowed for multiple mappings during the alignment but tolerated no mismatches. Only loop regions with a length greater than 17 nt were analyzed. Only reads that mapped to hairpins in our dataset were considered. Furthermore, the reads were required to completely cover their respective 3p, 5p or loop sequence and not surpass the length of the sequence by more than 2 nts. For the final analysis, miRNAs were included into the analysis if the loop sequence was between 19 and 24 nt long and at least three independent reads were found in the sequencing libraries (Suppl. Table 1 ). All analyses were done using custom R/Bioconductor scripts (53).
Supplementary Tables
Suppl. (67) miR-483-5p cancer; marker for adrenocortical tumors (68) miR-144-5p T-cell cytokine production (69) miR-199a-1-5p MET-protooncogene (55,70)
Suppl. Table S3 : Nucleotide sequences
All sequences are given in 5'-3' direction.
Suppl. Table S4 : p-values F-TESTs were followed by the appropriate T-TEST.
Suppl. Table S5: Fractionation
The primary data of the qRT-PCR analysis of nuclear compared to cytoplasmic RNA fractions of HEK293 and A549 cells is given for three or two independent experiments, respectively. The data is presented as the difference in CT values between the cytoplasmic minus the nuclear fraction. Hence, it is in log2 scale and a high value indicates a strong nuclear enrichment. Please note that the markers reproducibly indicate that the fractionation has been successful. The markers can be used to estimate the localization of the other RNA molecules while an absolute quantification between the nuclear and the cytoplasmic fraction would be an overinterpretation of the data. Mean and standard error of mean have been calculated and depicted in Figure 4D .
Supplementary Figures
Suppl. Suppl. Figure 1B , the complete blots from Figure 4A are depicted. In Suppl. Figure 1A , an additional set of Northern blots from an independent experiment is depicted to demonstrate the reproducibility between experiments and a side-by-side comparison of the IPs. Braun, C.J., Zhang, X., Savelyeva, I., Wolff, S., Moll, U.M., Schepeler, T., Orntoft, T. 
